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ANDA 40-099 N2

o

[atelixd

UCB Pharma, Inc.

Attention: Patricia A. Fritz
1950 Lake Park Drive

Smyrna, GA 30080

Dear Madam:

This is in reference to your abbreviated new drug application
dated March 14, 1994, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for LORTAB® 5/325
(Hydrocodone Bitartrate and Acetaminophen Tablets USP,

5 mg/325 mg).

Reference is also made to your amendment dated January 31, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The drug product, Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 5 mg/325 mg (LORTAR®
5/325) can be expected to have the same therapeutic effect as
that of the listed drug product upon which the Agency relied as
the basis of safety and effectiveness. Your dissolution testing
should be incorporated into the stability and quality control
program using the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

Al ifins s e
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the ™
time of their initial use. o e R

- bouglas L. Sporn
Director ,
Office of Generic Drugs ' TR
Center for Drug Evaluation and Research i
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PHARMACIST: Dispense in a tlgm NDC 50474-935-01 100 TABLETS USUAL DOSAGE: See package insert
light-resistant container with a child- for dosage i
resistant closure.
Store at controlled room temperature,
15°-30°C (59°-86
DONE* BITARTRATE AND JUK IR Aoy
INOPHEN TABLETS, USP
Manufactumdl‘ov *Warning: May be habit ferming. 3 50474-935-01 o
Allama GA 30080 . Rev. 1/96
by Mikart, Inc. CAUTION: Federal law prohibits Code 667B10
Atlanta, GA 30318 without px P/N FDA Sub.2

uch Pharma

A

PHARMACIST: Dispense in a tight, NDC 50474-835-50 500 TABLETS USUAL DOSAGE: See package insert
light-resistant container with a for dosage 1S,
child-resistant closure.

Stare at controlied mom temperature, ‘ l-n rta b /325

15°-30°C (59°-86°F).

% CODONE* BITARTRATE AND JU o8
AMINOPHEN TABLETS, USP
[APPR[}W 5 mg/325 mg

Lot Na.:

eyt AN
UGB Phorma. the
Atianta, GA 33080 Y '50474-935-50 7

by Mikart, Inc. CAUTION: Federal law prohibits Rev. 5/95
Atlanta, GA 30318 dispensing without prescription. P/N FDA Sub.2 Code 667850
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Hydrocodope: Following @ 10 mg oral dose of hydrocodone administered 10 five aduit mate subjects, the mean peak concentration was
236 ¢ 5.2 ng/mL. Maximum serum levels were achieved at 1.3 ¢ 0.3 hours and the hali-lite was determined to be 3.8 « 0.3 hours.
Hydrocodone exhibits a complex pattesn of ism i ing 0 y N ylation and 6-keto reduction to the corresponding
6-a- and §-B-hydroxymetabolites.

See OVERDOSAGE for toxicity information.

Acelaminophen: Acetaminophen is rapidly absorbed from the g intestinal tract and is i most body tissues. The plasma
hati-life is 1.25 to 3 hours, but may be increased by liver damage and following g ination of i is principally by
liver i j and renal excretion of metabiolites, Approximately 85% of an oral dose appears in the urine within
24 hours of ion, most as the g id j with small amounts of other conjugates and unchanged drug.

See OVERDOSAGE for toxicity information.
INDICATIORS AND USARE

Lortab 5/325 (Hy Bitartrate and A inophen Tablets, USP, 5 mg/325 mg) are indicated for the relief of moderate to made s
sevgre pain. e
o
CONTRAINBICATIONS -
This product should not be admin stered to patients who have exhibited hyp ivity to hy or inoph: m s

nancy:

Teratogenic Effects: Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. Lortab 5/325 tablets should
be used during pregnancy only it the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: Babies born to mathers who have been taking opioids regularly prior to delivery will be physically dependent. The
withdrawal signs include irritability and excessive crying, tremors, hyperactive reflexes, increased respiralory rate, increased stools, sneezing,
yawning, vomiting and fever. The intensity of the syndrome does not always correlate with the duration of maternal opioid use or dose. There
s no consensus on the best method of managing withdrawal.

Laber and Balivery: As with all narcotics, administration of this product to the mother shortly betore delivery may result in some degree
of respiratory depression in the newborn, especially if higher doses are used.

Sursing Mathers: Acetaminophen is excreted in breast milk in small amounts, but the significance of its effects on nursing infanls is not
known. It is not known whether hydrocodone is excreted in human milk. Because many drugs are excreted in human milk and becausa of
the potential for serious adverse reactions in nursing infants from hydrocadane and acetaminophen, a decision should be made whether to
i i nursing or to i the drug, taking into account the importance of the drug to the mother.

padiatric Use: Satety and effectiveness in pediatric patients have not been established.

WARNINGS ﬂrt.
Respiratery Bupression: Al high doses or in sensitive patients, hydrocodone may produce dose-related respiratory depression by actin .

directly an the brain stem respiratory center. Hydrocodone also affects the center that controls respiratory rhythm, and may produce i
ular and periodic breathing.
Woad Injury amd 4 lal The respiratary depressant effects of narcotics and their capacity to elevate

1 ADVERSE REACTIONS
The most frequently reported adverse reactions are light-headedness, dizziness, sedation, nausea and vomiting. These effects sesm 1o be
more i in y than in non y patients, and some of these adverse reactions may be alleviated it the patient lies
down.

Other adverse reactions include:
entral Nerveas System: Drowsiness, mental clouding, tethargy, impairment of mental and physica! p anxiety, fear, dysphoria,
psychic dependence, mood changes.

brospinal fluid pressure may be markedly exaggerated in the presence of head injury, other | lesions or a p increa:
intracranial pressure. Furthermare, narcotics produce adverse reactions which may obscure the clinical course of patients with head injul
Acate -at.-l_-_ Conditions: The administration of narcolics may obscure the diagnosis or clinical course of patients wilh acute ab
inal conditions.

) System: Proionged administralion of Lortab §/325 lablets may produce constipation.
enltourinary System: Ureteral spasm. spasm of vesical sphincters and urinary retention have been reported with oplates.
bilartsate may produce dose-refated respiratory depression by acting directly on brain stem respi-

ralory centers (see OVERDOSAGE).
I: Skin rash, pruritus.

PRECAUTIONS

meral: Special Risk Patienis: As with any narcotic anaigesic agent, Lortab 5/325 tablets should be used with caution in eiderly or
itated patients, and those with severe impairment of hepatic or renal function, hypothyroidism, Addison's disease, prostatic hypertropl
wrethral stricture. The usual precautions should be observed and the possibility of respiratory depression should be kept in mind.
Cough Refigx: Hydrocodane suppresses the cough reflex; as with all narcotics. caul ion should be exercised when Lortab 5/325 tablets
usett postoperatively and in patients with pulmonary disease.
Infermation ter Patients: Hydrocodone. like all narcotics, may impais mental and/or physical abilities required for the performance of
patentially hazardous tasks such as driving a car or operating machinery; patients should be cautioned accor ngly.
>_8_sn_ and other CNS depressants may produce an additive CNS depression, when taken with this combination product, and should be
avoided.
Hydracadone may be habit-forming. Patients should take the drug only for as long as it is prescribed, in the amounts prescribed, and no
more fraquently than prescribed.
Laberatery Tests: In palients with severe hepatic or renal disease, effects of therapy should be monitored with serial liver andfor renal
function lests.

B -n { Patients receiving narcotics, anti i ipsychoti ianxiety agenis, or other CNS depressants {including
alcohol) itantly with hy bitartrate and i tablets may exhibit an additive CNS depression When combined therapy
is conlemplated, the dose of one or both agents should be reduced.

The use of MAOQ inhibi or lricychic anti with hy done p ions may increase the effect of either the antidepressant or
hydrocodone.

Srug/Laberatery Tost Interactisns: Acetaminophen may produce false-positive test results for urinary 5-hydroxyindoleacetic acid.

s, W of Fartility: No adequate studies have been S._.Ec_&5E_.am_w3.“@.25__.3572._2
hydrocodone or acetaminophen have a potential for i i is, or impail of fertility.

The following adverse drug evenls may be borne in mind as potential effects of acelaminaphen: allergic reactions, rash, thrombocytopenia,
agranulocytosis.
Potential eflects of high dosage are fisted in the OVERDOSAGE section.

DRUG ABUSE AND DEPENBENCE

Controllud Substance: Lortab 5/325 tablets (Hy done Bitartrate and i Tablels, USP, § mg/325 mg) are classified as a
Schedule (il controlied substance.

Abuse and Psychic physical and tolerance may develop upon repeated administration of narcotic
therefore, this product should be prescribed and administered with caution, However, psychic dependence is unlikely to develop when

y bitartrate and tablets are used for a short time for the treatment of pain.
C Physical dependence, the condition in which continued administration of the drug is required to prevent the appearance of a withdrawal syn-
me. assumes clinically signiticant proportions only after several weeks of continued narcotic use, although some mild degree of physical
S-gspendence may develop after a few days of narcotic therapy. Tolerance, in which increasingly large doses are required in order to produce
~the same degree of anaigesia, is manilested initially by a shortened duration of anagesic effect, and subsequently by decreases in the inten-
sity of analgesia. The rale of development of tolerance varies among patients.

ro OVERDOSAGE
A.u(mo__i ng an acute overdosage, toxicity may result trom hydrocodone or acetaminophen

Signs and Symptom!
oy Hydrogadone: Serious overdose with hydrocodone is characterized by respiratory depression (a decrease in respiratary rate and/or tidal volume,
». Cheyne-Stokes irati is) extreme i ing to stupor or coma. skeletal muscle flaccidity, cotd and clammy skin,

€ and sometimes aaw&ga_m and hypotension. In severe overdosage, apnea, cirgulatory collapse. cardiac arrest ang death may occur.

-
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10.

CHEMISTRY REVIEW NO #3
ANDA 40-099 (5mg/325 mg)

NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.

Attention: Patricia A. Fritz
1950 Lake Park Drive

Smyrna, Georgia 30080

LEGAL BASIS FOR SUBMISSION

Vicodin Tablets- Knoll Pharmaceuticals

Expired and no patent information; no exclusivity

This ANDA was submitted based on an approved ANDA
suitability petition under 314.93. The petition filed under
section 505 (J)(2)(c) of the act where the Agency determined
that the referenced product was suitable for submission as
an ANDA.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
Lortab 5 mg/325 mg

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen Tablets, USP

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Firm:

March 14, 1994: Original submission.

April 21, 1994: Amendment.

April 22, 1994: Date acceptable for filing.
October 21, 1994: Amendment.

January 31, 1996

FDA:

April 7, 1994: Refuse to file letter.
May 19, 1994: Acknowledgement letter.
August 17, 1994: Deficiency letter.
April 3, 1995: Deficiency letter

PHARMACOLOGICAI, CATEGORY 11. Rx or OTC
Narcotic analgesic Rx




13. DOSAGE FORM 14. POTENCY
Tablets 5 mg/325 mg

15. CHEMICAL NAME AND STRUCTURE =
Acetaminophen USP
CaHNO,; M.W. = 151.16

CH3CONH OH

Acetaminophen CgHgNO,

4'-Hydroxyacetanilide. CAS [103-90-2] “

Hydrocodone Bitartrate USP
CyH,yNO; . C,H,0, . 214H,0

cu3

—cnz goou

u~c—-ou
1
. 22H,0
o—c-~u 22

\o\‘ : Coow
cuyo o

Hvdrocodone Blicrirntae C‘.H..NO..C‘H.O..I—!H.D

4 ,50-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)
hydrate (2:5). CAS [34195-34-1; 6190-38-1]




16.

17.

18.

19.

RECORDS AND REPORTS
N/A

COMMENTS
The following deficiencies are found:
- EER to be issued

CONCILUSTIONS AND RECOMMENDATIONS

The application can be approved. Approval is pending for
acceptable EER. The other Mikart applications were approved
(ANDA# 81223, 89689, 89697, 89698 and 89699) for the same
products in 1987 and 1989.

REVIEWER: DATE COMPLETED:

Sema Basaran, Ph.D. 6-13-96
6-25-96 (Labeling)
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~

Hydrocodone Bitartrate/ Whitby Pharmaceuticals, Inc.
Acetaminophen Richmond, Virginia

5 mg/325 mg Tablets Submission Date:

ANDA:# i March 8, 1994

Reviewer: James Chaney
WP #40099DW. 394

Review of Dissolutjon Data and Waiver Request

mg/325 mg tablets (Lortab® 5/325) manufactured by Mikart, Inc.
The listed drug is Vicodin Tablets (hydrocodone bitartrate and
acetaminophen tablets, 5 mg/500 mg) manufactured and distributed
by Knoll ‘Pharmaceuticals, Inc.

Comments:
1. The dissolution method used was correct and satisfactory

content uniformity data was submitted for the lot used in
the dissolution testing.

2. The dissolution testing data demonstrate that the test and
reference products meet the dissolution specifications !(b)ﬂl

(Table 1). The specifications state that not less than

of the Taheled amount of hydrocodone bitartrate and not less
thay v%!Of the labelled amount of acetaminophen is
dissol in 30 minutes. or both the test and reference

prm’b 4_greater tha (p)4.f the acetaminophen and greater

thall(_uof the hydrocodone bitartrate are dissolved.

3. This ANDA was submitted based on an approved ANDA
suitability petition under 314.93. The petition was filed
under Section 505 (3) (2) (c) of the Act where the Agency
determined that the referenced product was suitable for
submission as an ANDA. The petition was approved on June 8
1987, under Docket Number 87 P-0129/CP. The reason for the
petion was a new strength. A copy of the FDA letter to the
firm approving the petition is included as Attachment I.

4

4, The reference product, Vicodin Tablets (hydrocodone
bitartrate and acetaminophen tablets, 5 mg/500 mg), is
classified AA in "Approved Drug Products with Therapeutic
Equivalence Evaluations". The test product which differs
only in formulation and a smaller amount of acetaminophen
would also qualify for an AA rating. Therefore, since the
dissolution testing is acceptable there would be no need to
conduct an in vivo biocequivalence study.




-

5. The formulation of the test product is given in Table 2.

6. The firm did not include %CV's in its diss
The %CV's were calculated by the reviewer.

submissions of dissolution data the firm sho
values.

olution report.
In any future
uld report these

Recommendations:

1. The in vitro dissolution testing conducted by Whitby

Pharmaceuticals, Inc. on its hydrocodone bitartrate and
acetaminophen 5 mg/325 mg tablets is acceptable.

2. The Division of Biocequivalence agrees that the information
submitted by Whitby Pharmaceuticals, Inc. demonstrates that
hydrocodone bitartrate and acetaminophen, 5 mg/325 mg
tablets fall under 21 CFR 320.22 (c) of the Bioavailability/
Bioequivalence Regulations. The waiver of in vivo
bioequivalence study for the test product is granted.

3. The dissolution testing should be incorporated into the
firm's manufacturing controls and stability program. The
dissolution testing should be conducted in 900 ml of pH 5.8
phosphate buffer at 37° using USP XXII apparatus II (paddle)

at 50 rpm. The test should meet the following
specifications:

Not less than(b)U%Lf the labeled amount of hydrocodone
bitartrate anL‘h less than (h)4of the labelled amount
of acetaminophen is dissolved 14 30 minutes.

ed of the recommendations and comment 6.

d1fé . Chaney, Ph.D.
Division of Bioequivalence
Review Branch I
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Date: 57&2'/7L/

cc: Anda 40-099 original, HFD-630, HFD-600 (OGD) , HFD-604
(Hare), HFC-130 (Allen), HFD-652 (Wu, Chaney), Drug File

JEC/062194/ntp/WP #40099DW.394




In Vitro Dissolution

Testing

Drug (Generic Name):

Dosge Strength 5 mg/325 mg

ANDA No.: ANDA # 40-099

Firm: Whltby Pharmaceutxcals, Inc.
Submission Date: March, 8, 1994
File Name: 40099DW.394

I. Conditions for Dissolution Testing:

USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: pH 5.8 Phoi“h’*ﬁ Buffer Volume: 9S00 ml

Spy ations: Q&P)¢1 f the hydrocodone bitartrate in 30 min,
nL b)4of the ace inophen in 30 min.

Rerer'ence Drug: V n Tahla
2ssay Methodolocvﬂ(b)4

IT. Results of In Vitro Dlssolutlon Testing: j
Acetaminophen ‘
Sampling Test Product Reference Product
Times Lot # J93716 Lot ¥ 10760363
{Minutes) Strength(mg) 325 Strength(mg) 500
Mean % CV Mean % Ran cv
15 97.8 (b)é - 0.75 82.8 (b)4 i 6.96
30 96.7 N . A 3.57 86.9 — 5.22
as 97.3 .'Onfl_dentlc 1.38 89.3 onfidentiz, s,
50 95.5 Business 5.27 90.8 Businessls.:
| Hydrocodone Bitartrate
| Sampling Test Product Reference Product
Times Lot # J%3716 —ot # 10760383
(Minutes) Strength(mg) 5 Strength(mg) 5
Mean % $CV Mean % Range ICV
15 97.5 2.96 96.9 5.88
20 96.0 W (b)4 i . 4.52 100.1 (b)4 ) 80
.5 7.2 |sonfidentie—, ro. s ‘onfldentlc2 iy
60 97.9 Business| ;..o 100.6 |

(8]




RuAvrnradansa Didkasmbsmad o T

l(b)4 - Confidential Business]| .{ihf‘t P

(tquivalent to 325.0 mg of Acetamiophen USP) *

Inactive Ingredjents
Microcrystalline Cellulose, NF m
colloldal sity s°‘“£)f A Confidentia =
= si-‘ZZiiipﬁiic?SHmm IBusmessI -

7 Total Tablet Weight 520.0 e

B (b)4 - Confidential Business =




